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ihc prcxsau uncnlion imoUcs dct^.aing a dw bolus dmui^' its> tiaiiAjt tliiough an 
obscivcd reajon of ihe bodv In order to do so, tissue through v^kch the d>e will ttansu js 
ianmratcd h% means of a 'iuitabte excitation radiation tradwtton that excues the dye) ami 
Oiioic^^-cai L radiation caused b> excitation ofxhc dye m thobolm \b det<.cted Ol noit. the 

duo htU In U-il'd IS non— pOt5tV it i ao^,^ ro b nd 5 pv-. V 1-s )'! I > fll(f!L-,vt.iH<. 

output dLH's> «ot depend on aciuation e g h> cn/ynie v.lca\agc Raihci, non-spcut.c d\e 
simply transits or moves through ihe tissue The dve bolus is dct«:tcd dunng it transit, and the 
tniie leqiuicd ior tiansit (m tlie ord«r of seconds to mtnutvs) is measured t fhe transit time 
nia\ also K- icfeiTed to as "macmtime Tl The transit ume ^^ ill \at\. depending on the 
conditio I onliv ussuc c„ mta-esoM^du !,vlhkHH p ^n-!on lot ^ vunpL a"- a tcsuU of 
pa' tial occiujiton oi aitci ie^< the bolus iAe>. longer to roach a targ<. l area (paiagraph [000 jo 
the pHbhshod application) In addition, the time beiv^ ecn the mitiaticm of optical excitation 
radiation and the occnnrenctf of Huorescence radiation caused b\ the excitation radiation 
{^'flight time of the fluorescence phoions'''> is measured or momtoied as the boUis make's \{i> 
tu^n^ I litis u it^ iv aiso he jofer'cd to <ii 'tnit-nihiTie , and i> on ib>. auki ot pi(.osi.(.<Mids 
Tbvst tno ■valuai. (tfansu tunc at the bohis ^md tlighi tune ot Uk il.oteston(.e plu^tuns, 
dt-p V tt'J m giaphical form in Piguics 3 and 4 of the apphcation) arc used to obtain time 
puttlie The time profile is a function of the mean flight time of the fluoi^sccnce photoiii. oxer 
the bansu time, and i!» evaluated m order to detornnne some properts of the tis^siic thtough 
which the dye bolus tiai^sits (e g pei fusion, thickncisb ot tis^^u^ ^tt ' \ t e v<. nip' - 
emht)dmunt ol the imeiinon is dcscnbcJ m paragraph [0(^1 - j oi \h<. pu'^:pU-h«„d a.^p'ivauois 

(rs:oo o:^-^' a ah 

It ibo\ila be noted thai the detennmation ol tlitj Sliyht t'lno oi tluoitibecncc paotons for 
a dvc bohiS that does not spectficalh hind to cells but is m&tead a blood pool agent allo'ws a 
de^onn ni.<ion u* tb. dv.n IS oi ti>sM. i o; Undi the tluoiescent radiatn'p o. iho i^ebolus 
vinanatc- ' 'li ■> oi' ot-tc tso i ot die paNMge ot rhe d\e btdus Fcir example > h^u 
exaiTumng bead tis'-acs s'Uii as the biam u can be deteimmui that iic hohis eri_, ^ t.^ itON 
befoie !t enttis Ok exbactrebra! Ja>oi<i, {sec paiaRtaph ftloOS^" as vx cli aic anu i I'u 

the present application s pubhsbed, 

Claun 1 iS hcrcb> amended to incite that tiie lluoreseent d\e that ib utili/ed is nun- 
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bpcv 'Ik , d-\i\ t\un both nu'diiiireiueuts {the lime n quned fot traiisit of the boius through the 
t[ssin\ ,.\<1 ibv night ttincs of the fluorescence phoiona thai itrc monitored as, the boluss is 
p,u->suii: Ihioijgb Inc u^s>tic) <it J ast'd to obtain a piofile of ihc ohoton ri<!ht hino fnoi ihc 
lidHsit l^re oS dye boius. The profdc is m titra used ivi e\ aluate the tissue through whidi 
the boius has passed, Difffrent photon flight times win be noted for tissues ha\ ing different 
pTopcr«eiS, depending e g on the extent of petiusion thickness of tissue, etc Thoe 
amtiidnK-nt<; do not add new mattci, suppoit beuiij knmd. forexat«p1c, m paragraphs [0015!, 

C laifo Rejections: 35 IbC § 102(e) 

Ckims K 4. "7, 8, H. n, i4 and 3 7 stand icjected as anticipated by Se^ick-Vtavraca 
(\ i S 7,3628,0'?*^) Thift rejection is tra\crsed. 

In contiai,t lo the piesent imemion, Sevick teaches m imaging technique foi obtaining 
<is\ unaiicof tibVKs mi .5 i>on msajjuc m.iiue' s s k\ d lot diicIo>.e ihe oh-.<.rs w on tnei 
u.-tjf, ot a d>«. holvi^ du>ing transit Hadicn Sc\ kK discloses usnig a a\c as a iluvirt-scem 
contrast agent which starves to map spatial \ anationi> m d>e distribution m the tisi>uo Se\ icK 
e\ ahutcs> the phase of the f!oiC!»cent radiation compaicd dh tiie phai*e of the t-xcitmg 
jadiation (sec claim 1 8> However, the phase (timel relation between the high fiequencs 
siE^njK sets OS I > cluiicK ku/. ti)t ti-suc nuan- of sialic, jui, piopcnic^ No ptoiik c£Uk 
nm^ ot tig ht n ^'nit nt^ ' ^±'J.'P^i is vSt«.U>hsiu\1 (f ^ ir inMjJtii.iv ot l\w d\<. hoifs tbnn.gh 
ti&sue IS not nica*!iucd) In&lcad the niappmj; ot the lis-ue is i \l hK stats. ]>kxcs<; and not a 
dMiamic process, as is the metiiod of the present invention Comj^iUiauij' ^'^jukki^su! 
teach th e fornutlg. of a prf>tile of the tim e of night omsiifement^ dunngJhUime h [h n tfu . JK 
bolus trmm ts, 

I xainplcs of Jhe miaiies ti'ttakd h\ SexicK are provided m \ i.>nKs 10 14 21 \'C 
and 22 X-O Xpp'icani Qijas I xamiue s ati^ntson in contrast, to ri^njii^s , ad 4 t,K 
present appUvatjon which shov. data obtained u^nig the method of the mvcnuon \^ i - ^ i^ 
seen the \ a\is of F}giireb> 3 and 4 is, time of tiansit of the d>e bohis 

s, \ u k (ivH s not calculate a piofilc of the photon fiigiit time over the tiansit time of the 
d- . x^ii.s iiHi do. ^ ih*t cfdLcr the nec«.ssar> data to do so (i c. the tiansit of the boiu> is not 
V oKd t'S .tKx s<. < u) oed, ScMck has no lea^cn to do so Rather, the teclmoiogyof 
K k 5s u(„-si^neu to piodiu e an ' un-ige" e a pK tonal icprcscntaiion or *>cture'* as 
bhowxi m FifMifes 10-14, 2LV C and 22 VD} t.t thv tisanes h> dttceunp the &iationai\ 
di'^tiibtUjon ot fluoKfeteiice at ihe paitiailSi time at \n inch a ihu->tesi.t,nco mca,suieincnt i^ 
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rutvt i bis oo;^ us teqbuc nr h^c data generated by moauotmg the iTiovemeni of dye 
WouAi tsssiu H ih tiMic flath^u a su^ipshoi of the pattern ofthc sjLUiolw^ di'Jtnbution of 
OuorescciKC obi.ir\cd Ir tVoL i d>e, v^l^icb is requiml \n the pic^cnt imeninin, is no 
nccessai}i> icquiial b> Ncvick. cndageaous fluorescence imy be deievHed in.ucad t^ec r.ext 
to last switcnce of the Abstraet. md Im sentence of first paragraph ofcoUimu 7) This, is 
bt'cujsf, m contrast to the present mventioTi, SgyiskAt oe^j «ot monito rtihe movctnetit ofthg 
dye bolus itself whereas claims 1 And 1" require that the rtunement (transit) time of the d>c 
bonis he moasiutd ^nd as^d m iK' pud L ihai ^ jhbKhud 1 he onK k feru c.- t.nu>' 
or "tune bi^cdnuasurLnicnts m Se\}(.k are thObf s'^hicb uuoUc tluorebv.eiii.e l^ali bte .^nd 
photon ttme of flight. Hov%e\er, tliesv, reter to ptopeiUes of the tluoicseoncc usclt <it <m\ an en 
m^tani, dtkd haxc nothing to do with tlie phs^ica! movement of the boius tluough tissue I he 
device ol '=:cvick does not contain an> mean^ to monitoi or track the piogresi, of ibt actual 
tnin^Nit of boUib ^n the duoiuh tissue 

Thus ScMCk clcuK doei, not anticipate ihe claimed subiccl n\ut.' ot the picst-ift 
application. 

In \tew of the foregoing. Applicant respecttuUy r*. quests Tt-con&idciauou dXid 
Withdrawal of tins re|ection. 
C laim Rtjcctions; 35 I bC § 101(a) 

CUxm^ 2 anti 1 2 ^Lii d rejected undei ^5 I hi k I0\aj olntous over Sc\ lok us 
ahos^ ) 10 \ it's cl \./UK hti<*n)s {6,&15>063V This lejection is traveis^-d 

The dclcctfc of SevicK an anticipatory reference are <ic&ci ibcd hi d^iai j abov o 
Bjitflv, Scvick do€!S not momtor the time of ttansn of ihe d>c bolu:. through Ussne, and then 
tsmihme this Jata wuh fluorescence mcasuiement^ to achieve a profile over tim«.. Ralhtr, 
ScvKk c<ea*t<5 ar niiat-'c ot fhe ^jtationan djstnbntion of fluoio&ccnce wjthtn tissues at a 
particaUir point m iinie. 

As statu! h> b\amniei Nt/iaehnstos teat h«.o onlv ennttmg an excitation ukiiatuni 
pulse v^ith a pulse width m the picosecond image using fluoiescenctj-mediated molciular 
tonx\^raphy s>stem Ihis is m the context of teaching moiceulai iraagnig which uses 

t hed 111 oioUiusiUes I he flnoro<-hiomcs arc aetix aied by sp^^cific interacnoo'^, e e h\ 
^p^c!hc H,n. xincN Foi injs .iuuh'sl -.p ^ > <. i u -v^ J d^e ^ -xKd nlnch 'r is a <^ 
bub-uate 'Ahn.h spceitkaU) binds to the Urget niatenah (see column 8, Un^ 6^ lO ^olam. 9 
hnc 4) In tontiast thv piesont msonifon used a non-^pecitlc d>e ^^hich doesj not bind to 
>P^ufic cells In addition, ih^ appioach ol Nt/jachustus is, similar to that ot Sexick and does 
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-oi .t!\ ( h t inc. >un<j d\c boin^ >ransu as mt obscivauon pun so thai rao Ume profile of 
nuv-uKci ^ 1^ obt.i ncd ( \cM\, Ntyiadinstos fails to cmc Oi mttigate the defects of 
Sevick in any a v nJ no ;„omDin.nh)n a! \uu i Hnsun and Scvick icndeis the prcsciU 
?nvei>«on as iccucd in clamu 2 awl 12, obvjoiis 

Claim *) s^tands faceted under 35 USC § 103(a) as obvious over Sovick (as abo\t) m 
view of Boas (US 7,'^2S,059),Thi& rejeetioa is Uaversed 

rh(. i'oitcts of SeMck with as an aiiticipaton refeiencc aie described ni detail abovt- 
. <! ^jnrnjn..d Hi Ok ifc^^ dnvi -eu-on Bvus vjJu-ou!. u'mini'^un ij a <Ke bolus nUo 
I'le blood iUi.ani ot a paticnl to moniioi tht bum Boas, tatis fo leach a flights umo 
deteimmalion aiid the evaluation of a Oight time profik dunng iranstt of a d>fc bob ^ .iud thus> 
docs not cure oi miUgate m anyway the defect* ol Sevick Thus, no combuiaUon oi Boas <ind 
Kk rendei the present invention as claimed m dmn 9 obvious. 

Claim 1 0 sund^ loiet-ted ahtKf I SC ^ I ''^a) as obvtous ovi.r Sevick (as abov<.t m 
view ofZhao(l'S li'Q} (i{i3162b) This fcjt.cuun u trascrsod 

Ihe defects of Sevick \\5tli a:* an antK !patoi> reieicnco ut. dcs^iibcd j.btm 7U<io 
ttaches onlv tniccting mice suffenng from tumors witli dye, and dUectrng Huosesi-eiuc of the 
tum>>rs ni the lungs of the mite 7hao does not describe moiiUoimg the transmit of the dye 
boiu oHtainu e pusik !'i<it a tatio of photon hme ol fliglit to bolus transit bnnc, as a 
w <>t v\ aluainv i'ssuv tOiKhtwii /luo thus does not cure or nutigatc in any way the 
deficiuicies ot Se^ icK in otojcncc. and no combination of Zhoa and Se\ick lender tiie 
pioscm urvcntion as claimed m claim 10 obviou<s 

Claum 5. 6 arid ! 5 !>tand rejected under 35 USC ^ 103(a) as obvious ova Sevick us 
dhow) m viex\ oi Folesud (VS (\ ?y4,670n his {ejection is traversed 

Tb,? defeat- of Nexick with as an antuipatotv refcicnce aic dcvscrihed abo\ e Folestad 
i.cxlc^on' a. C( fnt!-adjationiencacJ ' < n s . ,s " J' UitK^e - b Kks.aitacd 
aJiaiiv>p b\ a single lens, m a ume-i evolved manner 1 oLstad diKh mt doi>t.Cinc .nouitoung 
the transmit of a d> e bolus, ot obtaimng a profile that is a ratio of photon time of fliglit in bolu-^ 
L m r hu\ a^ a w a> of evahiating tissue condition. Foiestad thu^ docs not cure or mitigate m 
M\ " sv t'5> iieiiciencie'5 of Sevak a refeieiicc, and no combmarion of I olcstad and ick 
lendet tiicpic-euunseh u> ' ^ ' i ob^ous 

in View of the torogomg. Appi icant respecifully requests 
withdrawal of ihese rejections. 
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In s len oi tbe ioictfitinif, !t is i-t,spcctt«!ly requested ihat the appikation be 
recoifeuk i cd. that c!aim& 1-15 and 1 he al]o\.ved, md that the application be passed to issue 

Should the Examiner find the application to be other than m condition for aliowance, 
the Fxaminer is raiuestcd to contact ihe undersigned at the local telephone number li-^ted 
below to discuss am other change^ deemtsd nccessars' in a telephonic or personal inten ie%v 

,\ pfOMMO'ii'i petition 1^ Iveh) nuule foi cxtcnNioM of uwi^ mcv'^s^xi', hv, he 
continued pcndcnc v uajtng the ijfc otHlus apphcatjon Please ehtirg*. anv lees for such 
provisional petitiori and atiy deficiencies in fees and credit any overpayment of fees to 
Attorney's Deposit Account No, 50-2041. 
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